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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Application of: ) CARRIER PROTEIN HAVING AN 

) ADJUVANT EFFECT, IMMUNOGENIC 
) COMPLEX CONTAINING IT, 

H Binz et al. ) PROCESS FOR THEIR PREPARATION, 

. ) NUCLEOTIDE SEQUENCE AND 
) VACCINE 
) 

Serial No. 10/815,320 ) Group Art Unit: 1645 

) 

Filed: 04/01/2004. ) Examiner: S. Devi 

RESPONSE TO OFFICE ACTION 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir: 

In response to the Office Action dated September 24, 2007 in connection with the above- 
identified patent application, please consider the following amendments and remarks. If 
any additional fees are required as a result of the filing of this paper, the Commissioner is 
hereby authorized to charge to Deposition Account No, 23-0785 any such fees. 

AMENDMENTS TO THE SPECIFICATION 
Amendments to the Specification begin on page 2 of this paper. 

AMENDMENTS TO THE CLAIMS 

Amendments to the claims are reflected in the listing of claims -which begins on page 6 of 
this paper. 



REMARKS 

Remarks begin on page 9 of mis paper. 
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Resp5l6c to OA dated 09/24/2007 
10/815,320 
P1E01514PO0182US 



In the Specification ; 

Please insert the following paragraph at the top of the first page and immediately 
before "CROSS-REFERENCE TO RELATED APPLICATIONS": 

TITLE OF THE INVENTION 

Carrier Protein Having an Adjuvant Effect 



Please replace the paragraph immediately after "CROSS-REFERENCE TO 
RELATED APPLICATIONS* with the following: 

This application Is a division of Application Serial No. 09/679,750, filed 
10/0572000, now US Patent No. 6.780.420. which is a continuation of application 
Serial No. 08/836,500, filed 08/1 1/97, now US Patent No. 6.197.929. which is a 
national stage 371 application of the international application PCT/FR95/01463, 
which claims foreign priority to application 94,13306 filed 07/1 1/1994 in France. 



Please insert the following heading immediately after the paragraph dealing with 
"CROSS-REFERENCE TO RELATED APPLICATIONS"; 

STATEMENT REGARDING FEDERALLY SPONSORED RESEARCH AND 
DEVELOPMENT 

Not Applicable 



Please insert foe following heading immediately after foe paragraph dealing with 
"STATEMENT REGARDING FEDERALLY SPONSORED RESEARCH AND 
DEVELOPMENT": 

THE NAMES OF THE PARTIES TO A JOINT RESEARCH AGREEMENT 

Not Applicable 



Please insert foe following heading immediately after the paragraph dealing with 
'THE NAMES OF THE PARTIES TO A JOINT RESEARCH AGREEMENT": 

REFERENCE TO A "SEQUENCE LISTING" 



2 
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Response to OA dafcd 09/24/2007 
10/815.320 
PIE0I5HP00J82US 

The application contains "Sequence Listing 0 In the computer readable 
form: The computer readable form is identical with that filed in Application Serial 
No. 08/836,500, filed 08/11/97, now US Patent No. 6,197,929. 

Please insert the following heading immediately after the paragraph dealing with 
"Reference to a "Sequence Listing'"': 

FIELD OF THE INVENTION 

Please insert the following heading immediately after line 9 of page 1 and 
immediately before line 10 (i.e. the sentence that starts, 'The development of 
vaccines,,.") of page 1 in the originally submitted translation: 

BACKGROUND ART 



Please insert the following heading immediately after line 32 of page 1 and 
immediately before line 33 (i.e. the sentence that starts, c Thc .Applicant has . 
demonstrated. . of page 1 in the originally submitted translation:, 

SHORT SUMMARY OF THE INVENTION 



Please insert the following heading immediately after line 1 1 of page 6 and 
immediately before line 12 (i.e. the sentence that starts, "In these examples...") of page 6 
in the originally submitted translation: 

BRIEF DESCRIPTION OF THE SEVERAL VIEWS OF THE DRAWINGS 



Please insert the following heading immediately after line 24 of page 6 and 
immediately before line 25 (Le. the sentence that starts, "Example 1 : Isolation. . . ") of 
page 6 in the originally submitted translation: 

DETAILED DESCRIPTION OF THE INVENTION 

Please replace the paragraph that starts on line 4 of page 7 with the following: 

The pellets obtained after the second precipitation are resuspended in a 1% 
solution of zwitt e re e nt Z wittergent®_ 3-14» 

Please replace the paragraph that starts on line 13, page 7 with the following: 

The proteins of the MP fraction are dialysed against a 20 mM Tris/HCl, pH 8,0; 
0.1 % zwittorgont Zwittereent CP 3-14 buffer. The dialysate is loaded onto a column 

3 
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10/815320 
PIE01514P00182US 

containing a support of the strong anion exchanger type (column of 0 - 50 mm x H = 250 
mm, Bioradg Macroprep High Q gel) which is equilibrated in the above-described 
buffer. The P40 protein is elutcd at an NaCl concentration of 50 mM in the equilibration 
buffer. 

Please replace the paragraph that starts on line 21, page 7 with the following: 

The fractions containing the P40 ere pooled and dialysed against a 20 mM citrate, 
pH 3.0; 0.1% gwittergent Zwittergcnt® 3 -14 buffer. The dialysate is loaded onto a 
column containing a support of the strong cation exchanger type (diamensions of the 
column: 0 = 25 mm xH = 160 mm, Biorad® Macroprep High S gel) which is 
equilibrated in the 20 mM citrate, pH 3,0; 0,1% gwittergent Zwittement <g> 3-14 buffer. 
The P40 protein is eluted at an NaCl concentration of 0.7 M. The fractions containing the 
P40 are pooled and concentrated by ultrafiltration using a Minitan<g Millipore tangential 
flow filtration system employing merabiane discs having a cutoff threshold of 10 kDa. 

Please replace the paragraph that starts on line 9, page 10 with the following: 
Gene amplification 

Lysis buffer: 25 mM Taps, pH 9.3 

2mMMgCl 2 

. Amplification 
buffer: 25 mM Taps, pH 93 

2mMMgClj 
0.1%Tween®20 
200 mMdNTP. 

Please replace the paragraph that starts on line 16, page 10 with the following; 

TST (20x) : Tris base 0.5 M 

HC1 0.3 M 

NaCl 4 M 

Tween®20 1% 

EDTA 20 mM 
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pH 8.5 



pH 8.5 
pH8.5 

Please replace the paragraph thai starts on line 24, page 1 1 with the following: 

These reactions are earned out in 100 til of amplification buffer using 5 pmol of 
each primer and 1 unit of Taq polymerase enzyme (Pericin Elmer Cctus). Each cycle 
comprises one denatmation step of 30 seconds at 95°C, followed by hybridization of the 
primer to the DNA and an extension of one minute at 72°C* 30 cycles are performed in 
this way using a Pericin Elmer Cetus "Gen Amp PCR"® 9000 thennocycler. 

Please replace the paragraph that starts on line 2, page, 12 with the following: 

The fragments which have thus been cloned are sequenced on an Applied 
Biosystems 373 automated DNA Sequencer. The sequencing reactions are carried out 
using the "Dye Tenninator^ kit in accordance with the supplier's (Applied Biosystems) 
recommendations either on double-stranded DNA obtained after gene amplification or 
derived from a maxipiep, or on single-stranded DNA drived from denatured PCR 
fragments (Hultman, T. et al, 1989, Nucleid Acids Rev. 12: 4937-4946). 



Washing buffer: 



TrisHCl 
MgCh 



50 mM 
5mM 



Denaturation 
solution: 



Gua-HCI 
Tri^HCl 



7.8 M 
28 mM 



Rcnaturation 
solution: 



Gua-HCI 
Tris-HCl 
NaCl 

Twccn®20 



0.5 M 
25 mM 
150 mM 
0.05% 
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In the Claims: 

1. (CanceUed) 

2. (Cancelled) 

3. (Cancelled) 

4. (Cancelled) . 

5. (Cancelled) 

6. (Cancelled) 

7. (Withdrawn) DNA sequence encoding an adjuvant comprising at least the 
fragment of the P4Q protein Klebsiella pneumoniae, said fragment having the amino acid 
sequence of SEQ ED No: 8. 

8. (Cancelled) 

9. (CanceUed) 

10. (Cancelled) 

11. (Cancelled) 

12. (Cancelled) 

13. (Cancelled) 

14. (CanceUed) 

15. (CanceUed) 

16. (Withdrawn) A pharmaceutical composition comprising said DNA sequence of 
claim 7, and a pharmaceuticaUy acceptable carrier. 

1 7. (Withdrawn) A vaccine for intramuscular or intradermal administration 
comprising said DNA sequence of claim 7. 
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18. (Cancelled) 

1 9. (Currently Amended) A Process process for increasing the immunogenicity of an 
antigen or a hapten, characterized in that the said process comprises the step of attaching 
the antigen or the hapten ifrottnohod p t o an adjuvant to form an immunogenic complex, 
said adjuvant comprising the-a fragment having the seqnence_ 127 to 179 (S EQ ID No. 8) 
Of the P40 protein of Klebsiella^ pnm imn m n o pneumoniae ha ving the sequence SEQ 
ID No. 2, 

20. (Currently Amended) ThfcJ PgpeesgjpEQggss according to claim 1 9, characterized 
in that said adjuvant is &e-a fragment fraying the sequence 10 8 to 179 ( SEP ID No. 6) of 
die P40 protein o£fc pnoumoniflo having tho ooquoao e- ID No. 2 Klebsiella pneumoniae . 

21 . (Currently Amended) The fe eees fr process a ccording to claim 1 9, characterized 
in that said adjuvant is the-gjragment having the sequence Uo - 179 (S EP ED No. 4) of 
the P40 protein of K pneumoniae having th e s e quonoo IDNo i a Klebsiella pneumoniae . 

22. (Currently Amended) The ft gees s .process according to claim 19, characterized 
in that said adjuvant is the P40 protein of E L - pn e um oniae - Klebsiella pneumoniae having 
the sequence ID No. 2. 

23. (Cancelled) * 

24. (Currently Amended) The F geees* - process according to claim 19, characterized 
in that said antigen or a-the hapten consists of a an immunogenic fragment of the G 
protein of the respiratory syncytial virus CRSV). 

25. (Currently Amended) The fe eeea s process according to claim 19, characterized 
in that said antigen or the a hapten is attached to die adjuvant by a covalent bond. 
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26. (Currently Amended) The Pseee re process according to claim 19, characterized 
in that said antigen or the hapten is attached to the adjuvant by chemical coupling. 

27. (Currently Amended) The Ereeeg s process according to claim 1 9, characterized 
in that said antigen or foe hapten is fused to the adjuvant by genetic manipulation. 

28. (Currently Amended) The fe eee tt process according to claim 1 9, characterized 
in that said antigen or the* hapten which is attached to the adjuvant, is fused to a protein 
which is a receptor for a serum protein. 

29. (Currently Amended) The P reees s process according to claim 1 9, characterized 
in that said antigen or the a hapten which is attached to the adjuvant, is fused to a protein 
which is a receptor for the human serum albumin. 
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REMARKS 



This is in response to the Office Action mailed on September 24, 2007. Claims 
19-29 are currently pending and are at issue. 



specification to introduce Section Headings and to correct other informalities. 

Claim 24 has been further amended to recite "immunogenic" fragment of the G 
protein. Support can be found, for example, at page 5, lines 12-16. 

SI 12. Second Paragraph 

The Office Action rejected claims 19-29 under 35 U.S.C. §112, second paragraph 
as allegedly being indefinite. Applicants have amended claims 19-22 and 24-29 and have 
canceled claim 23. Applicants believe that the amendments address and overcome the 
rejection. 



Applicants respectfully submit that all rejections have been overcome by 
amendments and/or arguments. Favorable consideration and allowance of claims is 
respectfully requested. If die Examiner has any questions or concerns* she is welcome to 
telephone the undersigned attorney. 



Wood, Phillips, Katz, Clark & Mortimer 
500 West Madison Street, Suite 3800 
Chicago, Illinois 60661-4592 
Telephone: (312)876-1800 
Facsimile: (312)876-2020 
Date: December 26, 2007 



According to the Examiner's suggestion, Applicants have amended the 



Conclusion 



Respectfully submitted, 
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caieofma^inq 



I hereby certify that this paper i s being deposited with the United S tales Postal 
Service with sufficient postage at First Class Mail in an envelope addressed to: 
Commissioner for Patents, P.O. Box 1450, Alexandria, Virginia 223 13-1450 on 
December 26, 2007. _ 




Alicia Diaz 
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